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(55** R 1 (±7K^ : ?> C1~8 7W i^li-OR2^1J|UcCl~ 
8 7;^;^l, R 2 (i7K^JE^F, Cl-ST^^K ifeiici 

N-HKn + y-5-tKn^y-2 (S) -*?-)V-A (S) - (4-7-xy* 

N-fc Kn^v-5-7 Y*l/ff-)V**ci/-2 (S) -7?-;V-4 (S) - ( 

N-t Kn^rv- *isj*ms**is-2 (S) -7^;v-4 (S) - ( 
4-7x7^ v^? > w ;u) T 5 7 ^ > $ y 7 5 h\ 

N-fc KD + y-5-xf^y^f;^^ y -2 (r) _^,i / _ 4 ( R ) _ [ 

N- (4 -7x7 tv7xi^^^) 7^7] ^>^>7^ f\ 

N-t: Kn^y-5-if^y7f;i/t + y-2 (R) -7^;V-4 (S) - [ 

N- (4-7x7^y7i-W;l/,f-^) 757] ^>^>75 K 

N-fc K n ^ y - 5 y y*;i/ 1 y ^ f # y - 2 (S) -7^-4 (S 

) - (4-7x7^y^>^;i/) 75 7^>^V75 K, ifcli 

N-t Kn*y-5- (2-7f^ryxh^y) ;* 2 (S) -7^- 

^-4 (S) - (4-7x7^fv^77MJV) r^y^>^>T5h\ i/swt-e 
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[0 0 0 4] 
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Bfflott] 

K3EI& (JJIT> Z n 2 + tH^|S-r^ 0 ) ^tt^^^nrnNt-m 
0. Sfc*t?fc-*&$6o*fcS2 0*?Km±(7)^fI^|WI^$tLTV^ o * 
ttWKWu rafttayrt- If (MMP-1) , fiiin^t- if (MMP — 
8) , rr^^f— fe*-3 (MMP- 13) , •£ A (MMP- 2) , 

tfB (MMP- 9) > ^FDA7^y>l (MMP- 3) , Xh^Ay 
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«ttMMP-l ^i^MMP- 9 * >^»^#nLTV>& [Geraldine 
AFinlay^, Thorax., 52(6), 502-506 (1997)] it, m^MB^ommM^X 
MMP-2, 9&XZF1 4* W^JfcWtJnLTV** [K Ohnisi^ Lab. Inves 
t., 78(9), 1077-1087 (1998)] it, & X tfttttfflftl&fcgjft (chronic obstr 
uctive pulmonary disease : C O P D) M^&j^-Trti, MM P — 1, 2, 8 
$$£V?9 ?>;*?M-Z)mil\LX\s*& [Lourdes Segura-Valdez^, Chest, 117(3) 
, 684-694 (2000)] £ £ri*»^$*LTV>* 0 
[0 0 0 7] 

c o p d t fi, ^mn^mmm^ x ^ DmHn^7gii-^^«-c^ ^ 

it^#<, mMmMX&2> 0 L^U ^^(imiBH^t^-SLTCOP 
[0 0 0 8] 

Xl$%^ 0 

[0 0 0 9] 

ttSM:^& £ (Mx. f£, 1 *3 X V s 2 #hs) 0 

[0 0 10] 
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SRS&Bfi&O 0/0 9 4 8 5-5§vO"7 W f 
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[0 0 11] 

* mm p mmm ^tt^f^to cop Dnmrns ± ^/i few 

[0 0 12] 

MMP If ftffl^tt^ 7 5 7 7*:? >If #«^$tiTV^ (#Jx_ 
f*\ #It«3) o 
[0 0 13] 
[#^M3] 

SB&&K!£9 9/1 9 2 9 6fA77Vy h 
[0 0 14] 

m IB L J; ? COPD of&Sf & «t * tz li^RfrjffloiWW'Mi £ fix id 

*9 ^ mmp mmnw*<Dmm& a xt/ t tz it^mm tk&zt s*ltv»* 

o L^U ^^^^^TV^MMPPI^lJO-r^T^COPD^^-e^a 1 1± 

o 

[0 0 15] 

[HUB * £ fz *b O^] 

tt&fc: Kn^rtAiMlf> i ^li-e^^ttt^C O P D ^f^S u 1 1 
[0 0 16] 
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[0 0 18] 

Rl«7K*M^ C1~8 7;v^;K i^i-OR2^LfcCl->- 
~ 8 7*3* ->*»|ljfc LtfzC 1 ~8 7;^;l/^f 0 ) «WtKn^ 

[0 0 19] 

tvx, mm<&mm9 9/1929 6^>7v? h^fB«$tL^k^T** 
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nm&.m~^$}X'3bz> t%m.ztix^&o m%M^<DmjB<Dasm^.a^m^tix 

3»Wr?OiEWti^< &$*ltw&v> 0 CO PDOfBfftJi 

[0 0 2 1] 

«4 V* < O^OMM P IfiW^J £ , $m<D COPDW £ ^ If X tz 
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[0 0 2 2] 
[0 0 2 3] 

^l^i/^-OR 2 /6*EmL£C l-8 7;Whli, 1 m<?)- O R 2 
m&Lfz*?-^, 7°nif;K 7^;^ ^->;k 

[0 0 2 4] 

*!^Ci3^tCl~8 7;i/3^y ^S#l L £ C 1 ~ 8 T )V * )V t it , S h 
^>^>> /n^'A /b+y, ^>W^ry, ^yW^A ^ 
7*-/M-**>, t ^ f ;i/ 1 ^ viij i l>'i tit, (7)Itt#:^ 
ai&L/c^^K y^)U, ^y"^- )X/ ^ 

[0 0 2 5] 

[0 0 2 6] 



[0 0 2 7] 

[0 0 2 8] 
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[0 0 2 9] 
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[0 0 3 0] 

tiZo ttstm<Dif&mz£&a&it ( r N sfr, i^>^- 

'^^^^) > J63fctt«r**f*^jgtt#: (D, L, d, 1 #:) 
[0 0 3 1] 

1~4T;U^;K f/:li-0R2^iitiU:Cl~47Wf^o 
[0 0 3 2] 

1~4t;v^;k -?> v;k ££{4C 1 ~4 T/i/3*->tf*HH1KfeLfcC 1 ~4 
[0 0 3 3] 

N-'dKn^y- 5 -bKn^>-2 (S) -^;v- 4 (S) - 

N-EKn^y-5-^Hy^w^y_2 (S) -^^;u_ 4 ( S ) _ ( 
4-7x;^y^>>/^i/) >T^ h\ 

N-tFD + y-5-X^y^f W y_ 2 ( S ) _^^- ;l ,_4 ( S ) _ ( 

N-tKnip y -5-xf^y^ W ^y-2 (R) -^;i>-4 ( R ) _ [ 
N- (4-7xy^fy7x^^f-jV) 7^7] ^>^>7< K\ 

N-t: Kn^rv- 5 -jn h^v^^;v^^.>_ 2 (r) _^ ;l ,_ 4 ( S) _ [ 
N- (4-7x7^y7x^;i/*^-;v) T^/] ^>?>T ^ h\ 
N-tFn^y-5-^^>>t^ry^W^y-2 (S) -^^-;l/-4 (s 
) - (4-7x7^y^>yM;v) 75/^>r/7U\ Sfctt 
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N-tWv-5- (2-* h*->.xh*-» ^;V^v-2 (S) 

;V-4 (S) - (4-7i/^y^>^jl,) T^y^>^>T^K, tfcii^- 

[0 0 3 4J 
[0 0 3 5] 

[0 0 3 6] 

& o 

[0 0 3 7] 

(i) ^zti&lt&!$tfzi±^tib<DWm®it&i±, 
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[0 0 3 8] 

5£ (I) ^$*LMt^fc^3S#JopB#JJi, 1 o<9»iJ«4ncMJ&7>£ge 
^LfcBB^Jo^S$^|^bT& «t <. £fc^*<0^fcbTlfc^&3£«*i: 

[0 0 3 9] 
[0 0 4 0] 

[0 0 4 1] 

^ ^b7;i/bnt°^A, hntf^A, -fS^y:^ ^fb^* h n if .7 a 

„ wnn/^-h (UK-112 166)^W^tia 0 
[0 0 4 2] 

, »vrntvy-;K »;i/y7°V'ty>, n;i/ 7^ :Mj >\ .x. 
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^^•9-5 SHm^^T K'J AR-C68397, U^y-fr?? ;K 
R, R-7tWn-;K KUR-1246, KUL-72 11, A R — C 8 
9 8 5 5, S-l 3 1 9^tfmfbti& 0 
[0 0 4 3] 

[0 0 4 4] 

■r^^K f7-f;wu*^b, 4r9hnnh, MCC- 8 4 7, KCA-7 
5 7, C S - 6 1 5, YM- 158, L-740515, CP-195494, 
LM- 1484, RS-635, A-93178, S- 3 6 4 9 6, BIIL- 
2 8 4, ON 0-4 0 5 7^WbtlS a 
[0 0 4 5] 

n/s>, bn/-?>^;vi>^A7Kfn%, KT- 2 - 9 6 2 fb*L& 0 
[0 0 4 6] 

x.*7*?-i£mmmt LTte, ONO-5046, ONO-68I8, mr- 
8 8 9, PBI-1101, EPI-HNE-4, R- 6 6 5, ZD-0 8 9 2 
, ZD - 8 3 2 1 , GW- 311616,AE-376 3^^f£>*L& 0 
[0 0 4 7] 

®7'DAAify>, #;l^v*x-f>\ S^7>-/D^V-;K *&MT>7*nJf 
[0 0 4 8] 

5£ (I) T^$^<b^^^»J^*»Jt{i#^^$tt^v^ 
[0 0 4 9] 

[0 0 5 0] 
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[0 0 5 1] 

*%WTm^z&. (i) s fzi±3z (i) T^sjuMt** 

[0 0 5 2] 

$m safc ttflBMk SfcMfifc, *H*m«£ 
tf 5 \ j§1ft\ J&A— A*fc»K lEIKo^ 1 mg#>£> 1000m gO$EBT% 101 
H*6M«PS#3*l**, SfcttJSA-AfcfciK lEUco^ i mg H 
1 0 0mgOlIt% 1 B 1 HI^^^III^P^ («f $ L < l±, #J»rtJft4.) 

[0 0 5 3] 

o 

[0 0 5 4] 

* (I) T^^tL^^^k^, $£t« (i) -e^ $ fL&it^*®} tm<vm 

[0 0 5 5] 

*o *^«sw*c(4$T^ nmmmm, nf£ft&mmm% t°tf-&ztt& 0 

[0 0 5 6] 

ZZ$\ Ztzimwm T^-h-ZK ^vn-^, HBSS-fe^n 
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(*^*5>Bk T*^?¥>1M)0 ttttftoT«|ftLTffl 
[0 0 5 7] 

mimu a,flsw % tn**u ^#^1, ££*u ^«ij^^^ lt ^t^ 

[0 0 5 8] 

^uw*<Dfcto<Dftmm<oimK\*^ mx.ii. tmrn, r?m, 

[0 0 5 9] 

* 1V1 » ^^^-5W©«j|**fett. «x.tf#B4W* 2,868,691 -**J:a™|S3 
,095,355 -f-»w#L<ga<R$tLTV^ 0 
[0 0 6 0] 
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[0 0 6 1] 
[0 0 6 2] 

wzm%) a: * c rani? l n« $ n. & 0 

[0 0 6 3] 
[0 0 6 4] 

o 

[0 0 6 5] 

ti&±<DmmvBMzmn~mm, mmttzmn^^xm^hfi^o mitx^x 
#WM-h8o (SAM) «o > «aKtttu iMtau **m: 
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[0 0 6 6] 

^ y -9- ij ft* 0 
[0 0 6 7] 



[HUM*] 

Wi s t a h (6ji*&) * > (tfr^Ji * 9 - ;U 5 0> 

1 0 0mg/2mL/kg) *^T> 5^ h X)UZmMLfz lmlv") >i?&£(M 

mznxu 7*b*-7x*—v (ppe ;2oo^L/iun g ) zmmft^mmvfz 
o »^«^i^r«tc^p^ (3o, fiivimg/kg) u m 

[0 0 6 8] 

i£j&4jim&t^ (x o 0mg/2mL/kg) Jft#T\ J»*MU 

0Jfc]fiL»3E3*fco JWtWJU MM*. «^|:^^K«|JiL/; 
o 1 0%fftt^f*^V ^i££3fc*Lfc5 0ml V^fcJMfL 

fcJMSfcy h^>fa-7'C3^fi:jfAU 2 5 c mH 2 0JEE4T 1 0 
%^v'J>|^AU te»H5feLfco 0-2 6«ntC, ftl 

jru *aamsjjt*f^«L/io ^L^mmmsj^^mmmm (mean n n 

ear intercept (ML I) ) fcftMLfco 
[0 0 6 9] 

Wffl&t Lti^ (II) 
[0 0 7 0] 



[H»!l] 
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[0 0 7 1] 

T^Sti&N-fc (S) -*^-4 (S) - ( 

4-7xy^v^>vM;v) 7^^>^>7< K (J^T> (II) £ T £ 0 

) ^m^tz 0 

[0 0 7 2] 

^r^K&^T, 3* (i) -c^$*t&>fb^«^#^it^ mli*^ 

mm 

*»Wft^O»tttt*1ir^fiV^O-C*0, Hilt L-0£JBT*fcae>K+# 
£<£T*£& fci»Wf*C#*o 13FlJx.fi\ v ^7 ^ ^ffi v^:gPS4T"OfM (II) Of 
1£SC?E*{±, 2 0 0 0mg/kgT^o/; 0 
[0 0 7 3] 

wmm i 

• N-t KDdfy-2 (S) -^;V-4 (S) - (4-7x 



/^y^>y^;v) T<y^>^>T^K 5.0g 

■ * Wy^f ;l/-b;i/n^*;i,ye,A ($m#J) 0.2g 

•^TT'J^n-/^ (fflrlffij) o.ig 

•tfcKFd-fe^n-^ 4>7g 
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7 > 7/i/fc*« L> itffiK: «fc 0 ftfttt* U 1T> 2 o m g ofittjft^* 
• N-fc (S) 4 ( S) _ ( 4 _ 7i 

r^y^^^^r^K 2 . o g 

20g 

'^ 7]c 5 0 0ml 

[HIl] it&m (ID «:ftDtt-^L^fcSOT*&l|fJBft**-fo 
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EM 



■^-v: i/E 



31 



110.0 




50.0 



jEism mm 2m g 6o mg 



^b^ifej (n) 

( mg/kg/day) 



* ; p<0.05 
** : p<0.01 
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mm] * en 



HO 
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-N. 




X) 



R 1 l±H, C1~8 7;K;K if:li-0R2^MLf:Cl~87;i' 
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